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(54) 5**^'J>l?»^^^HSISW*«k0f*©tSg*« 



Xli=CHN (R6 ) 2 £flL ; R 6 ttTVI^/t*. 

°t. ) 



(57) [ISft] (JgjE*) 




(*t», R 1 firfcSflf?-, -COCH (CH 3 ) 2 , X 
li-COCH 2 OAr (ArtirU— SkE**-*") £fl 
L; R2{±7k3^M^X{±-P (OCH 2 CH2 CN) N 
(CH (CH 3 ) 2 ) 2 ; R 3 



(2) 



!fSBB¥7-2 5 2 293 



N.ff R* 



N 




NR 
H 



(-tJEsS*. R 1 (i*3gH^. -COCH (C 
H 3 ) 2 . X(±-COCH 2 OAr (Arlir'J-iH 
£3*-$-) : R 2 <±*^M^Xti-P (OCH 2 C 
H 2 CN) N (CH (CHa ) 2 ) 2 ; R 3 Ji* 

^m^X«^ S'h Uf-rt«*L ; R 4 i5J:VR 
5 li#SSFPXIi=CHN ( R6 ) 2 £fcL ; R« J2T 

3 H0^R 4 *3«tl^R 5 * s =CHN (R6 ) 



10 



20 



2 -eft zmmi 1 anof^y u ? i^j-s- 
[f§#Ji3 3 misr 6 **^®c 1 ~4 ammrtv^tv 

3 mier 6 ifiyx. —ii-mx'h &m&m 2 1 e * 



30 



NH 8 



DWTrO 



rV 



[^3 3 



NH 2 



DMTrO 



HQ 

[ft^9 3 TIB^T'^$fLSS^ 1 fBIBOx** 
[-fb4 3 



DMTkO 



1 0 3 T%tt-c*zti$>m#m 1 tef^r* ^[^53 



(3) ^¥7-2 5229 3 

4 

H 

N=C-N(n-Bu)a 



10 H 



HO 

N=C~N(n-Bu) 2 



DMTVO 



1 M W 



o 

N-P-O' 



8 



[12] ( 1 ) Wi' SS[ft25] 

JE5$-frJt^. 1 - 1 K D^f i'W h U ( H O 

BT) *3il^7iy^>-r-fe-f-;^o'J F (PAC 1 ) 
fcHtSUS^-ttT. TfBH&sS (2) 'C^ft.&x** 

Ht2 4] 

NHa 



NHa 



V . 

HO 



(4) 



mWW7 - 2 5 2 2 9 3 



zmt. ) 

[00 0 1] 
[00 02] 

[t&fecO&ffi] 2 -TSyrf-^ (2 -ami no 10 
A) (4. (-fc7) ^■TJ:d^S>'2(2w^ 

3#@«*ilfg-&£Efc£-r6 . l^ot „ 
2*0*S*^L*^j£L&^g*f (^8) fcifc«L 
T, 2-amino Aft-frtr^UJt ? M-f-K (JSTF 



[0003] 

[ft7] 

H 




O.....H— N || 

-H >rPx 



O' H-N 



H 



T-2N^A base pair 



[0004] 
[fc8] 



* A......U ma 



T^A base pair 



tfcfeiD. 2-T57-2' -f*#^rf/^(d 
A NH 2 ) ^tfDNA«^{£ (Mx(f. 2- am in 
o A&im®&ttDNA<7)&f6,) (K. 
H. Scheit and H. — R. Rackwit 
z. Nucleic Acids Res., 10,4 
0 59-406 9, 1 98 2) %*tMiblJX*T7l'$fc: 
(B. L. Gaffneyet. a 1 . Tetrah 
edron, 40, 3-13, 1984; A. chol 
lot et. a 1 . Chemica Script 
a, 2 6, 3 7-4 0, 1 9 8 6 ) fc.fc OfrMVC* 

[0005] Lft>L&«'&. Ba#WPS^-C(4, D NA 
mM<7>mm<?)&<ft MW-amino A£# 

[0006] Jfc, &#tf> h iJXXf^STIi, 2 - a 

m i n © A^mmcoumzmx^m-ch^ 

±) £^j£-rS££:{4fflIirC&o*:. 
[ 0 0 0 7 ] _B£ LfiiWmm$>& W4 h tlxx-r^S^) 

DNA^j^#*fct*$;rVti>D. t(c;«*x*orS 
r>f hj£S-fflv^DNA^«8tc«t^i»^^3fi<M 



30 



40 



3850 



H— II 
\ 
H 

C-Q bate pair 

S[0008] 

^£ix?t*x*nT$^W (W. j. c 

hazin, M. Ranee, A, chol let, 
W. Leupin, Nucleic acids Re 
s. , 19, 5507-5513. 1 9 9 1 ) (C&WC 

(4. mmtkttiftm (55- c. 2-5 ata> 

2-ami noA£1g!gtfi^tfDNA. KtCUflBO 

^aa&Sftwn * * \s* ^ h £ «. # tr d n a s- «t < « 

[00 09] *%9l£>Stttt. ±^t^(M 

[0010] J8mv>m<7>mmi.. xvz? yo> 

[0011] *%Ha«55tCffiOSW(4. 8»I**rr-CJtt 

[0012] *5&ag<!055t-fi&<oa Wt4. # U * ? U-:*^ 
r I *^LDNAS-lR^«fc<^nrfig^y~7-^-n. / f- 



(5) 



^¥7-2 5 22 9 3 



8 



[00 13] 

ISm. (-COCH2 OAr ) 9 

(M5iiBi«M* J fflircfcoferv ? -^2-fi][«r$y 

[0014] *3PJ!cOx** 5" 'J ? I^S" F^tt 

[00 15] 
[^2 3] 



10 




N 



NR 
H 



20 



(±IB^4>s R 1 I****** -COCH (C 

H 3 ) 2 . XI4-COCH 2 OAr (ArliTU-AaS* 

NHa 



* Sr^-T) ; R 2 tt*SJEC7Xfi-P (OCH2C 
H 2 CN) N (CH (CH 3 ) 2 ) 2 Sr^L ; R 3 ti* 
#BTXI4^ U ?7l«SL ; R 4 iJ«fcim 

s {±*SJS^X«=CHN <R6 ) 2 £#IL ; R* i&T 

( 1 ) t^SfL&^t^UdOf^l^t^ML^mih 

h U TV—Ar ( H O B T ) J: 7 i y 3r S'T-fe 
Wa'J H (PAC 1 ) ZmzBmZitX. TI6H& 
35 ( 2 ) •e5SS*l*7 f :**5'y sK* ? Loj-y h'f8#{fr£ 

#& £ fc £ x*=* ^ u ? HMWffc 

[00 16] 
[^2 6] 

HO * 

[00 17] 
[^2 7] 



/Ti N 0 



HO 



) HIT. #^£f£?t.-CBBi£#MLoo. 
ffc) #$KUtf>x*3f ^ U sK jf 7 U*^ Hg^«4v TIB 40 
[00 18] 

Ut9 ] * 




Nff R* 



H 



-hiEs^ Ri tfcJc^^F. -COCH (CH 3 ) 2 , 
XIJ-COCH2OA1" (Ar(iTi;-^2r^-r) §■ 
50 fH\ iOTU-;US(i. ^SC6~14 (Sg^<46~ 



10) v>TV-/\smW£L<. 7x-W^:ifi 

mm. i ~4«offi&r;^i^a*#a u*. ^h*^ u # 

[0019] ±fB3e«K R 2 t±*^IS^X{±- P ( O C 
H 2 CH 2 CN) N (CH (CH 3 ) 2 ) 2 

[0020] JJEsfrK R3 t4*SJS^Xt4^ 

h ; R« tJ«fclXR5 Ji*^lE-1 1 X(i=C 

HN ( R 6 ) 2 Cltf)R6 \±TtV*ll>m^ 

[00211 R6 COS^RTVl^/l^li. 
(5g(Cl45~6) «^^or/l-^/^S* J #*L<. S'? 

^6~1 4 (SSW46~1 0 ) OTU-zH^ff* L 

(aralkyl) gl±. g*3t!& 7 —80)7*5/1^/1^ 

<5^A* (-CH 2 c 6 h 5 ) tfmz 



(6) !H« s P7-2 5229 3 

1 0 

* [0 0 22] *&BMT**^Vtf?7U*^FWm» 



10 



20 



[0023] 
Hfcl 0] 



DMTrO — I ^ N 
HO 



[0024] 
[ftll] 



DMTfO 



— I ^ N 

Hp) 



NHs 



[0025] 
[«12] 



DMTrO 



HO 



[0026] 



DMTTO 



58 [«13] 
H 



H 



[00 27] 



* * [ftl4] 



(7) 



1 1 



5 2293 



1 2 



DMTrO 




/fir** o 



i o ) ~ (-ft 1 4 ) fc^rx*4f #3? ? i^:*^ Kit 

[00281 fS:*)^ 7f-y2ffi«7i 

N-7'frt'*A'A7Sy;H(L. J. McBride 20 J; Off 3 CI t&ffrg. LV* 

et. al, J. Am. Chem. Soc. 108, [0029] 

2040-2048. 1 986 : E. C. F 1 oe h 1 [ftl5] 
er et.al. Nucleic Acids Re* 



♦ search 1 1, 8031. 8036, 1983) 
£ffltvC. TiesS (>fkl 5) ~ (ft20) IZj&tXo 
fc* 2' -f^^/7/^y*^*X*ar5^ K 

WC. ^fli ( 2 ) CV^mZ. Jones feW^rS ( T 
etrahedron. 1984. 40, 3~13)fc 



V 

HO 



NHi ftCnmq frpy 



[0030] 



[00 3 1] 



*40* [ftl7l 




[00 32] 



A & Hfcl 8] 



(8) 



7-2 52293 



1 3 



WWOH 1X4* 



1 4 



PA£**JOm$ 
Wf * jmBQStfr. top* 



HO ■ 



[0033] 



v 

HO 



06 



12 




HQ ■ 



o 



[0034] 



N=cO~NpvBufe 



pi 



^ SB? [ft2 0] 



A*J«J — i _ N 



„CN 



_tJ5 ( -ft 1 5 ) — Ut2 0 ) fttp* IbCltt-fy^f 

;i^-;i^oy p. Et3N(ih>;xf/i-r$y, dm 40 

APJix^^/UTSyifU^^, Me 3 Nt±hl>*f7l^ 
7$>\ DMT r C 1 li^ h^lfy h 'JfMnU 
PAC ltt7xy4f>'r-feWnllh\ HOBTIJ1 
- 1 Y o^f v^yy h U TV— TMSCKiMJ^ 

[00351 ^r*>. ±sm&m ( 3 ) c>£j£te. 3M 

(B. L. Gaffney et. a 1 . Tetrah 
edron. 40. 3-13. 1984) %<T) 



*4& (4) <06<ii£fi^Utf^*X*ur5^>f M^Jfc 
[0036] ±MZtt&m (12) ££-j£LT , t/V- 

[0037] fl^fjj ( 6 ) S-O'V-Y/HKLT^X^o 



(9) 



#^¥7-2 5 22 9 3 



1 5 

[0038] IMiLtzmH (^18) £JBV*&£fc(Cj: 

( 5 ) ( 6 ) *&)mmz&\ 

NRsHs 



1 6 



* [00391 4fr&«I ( 7 ) SrfSIS-r* tHiLT 
[0040] 



oil 



DMTrO — i Q N-^N^NHRt 



[fc2il 
PA= ^°<5 



t«BU» 



N 



HO 



. 1D;Ri=Bz 

2-7S/-2' -f«y7f/i 



Rs-fV" -CHN(nBu)j 
r Rymyroindine^nidlwCpya) 



•&ffcte:-3Vvn±, tf^fo (9 ) — ( 1 1 ) tft/v-a 

gtfSSB&SrlMfi^^fefr (Mx-fcT. 28%NH 4 OH, 5 
5^C, 2—5 B^) Zimt-t&WrSlZii., * V rfv- 

[00411 _hiefl:-^i ( 7 ) tfiz<mxmBiJBm<t 

^L0kW~eM&mzti&fr*. w-t&tz#>. d2- a 

mi no ATt dGTtVka 2S<0y>fV-$-fm 
U 28%NH 4 OH*. 3 7 < C(clra|*L. HPLC 

sat***. mum<^m&&£vwTvm*m>tz. 

ZCDWr&CDH P L Crfrflf^fHi. ^^x^h CH 3 
CN 0-25%/15mi n, : 50mM A 

mmonium f ormatetibot. 

[00421 znmrn, wrtmmts zvmjmrm 

2-amino A 2 0#, %$:7&ffn\=2 

g ¥*Sffl= 2^. *msis= i ems 

JiLboisaia^ -ft^j ( 7 ) e)#mmimi?;<vm8m 

%&(5 5x:, 8 h ) T-flBfi^SftSc: kwm&zti 

tz. -ttth. ZCD{£&m{7) OfiHISti, 2 -am 

1 n o Atf)«gi: LxmzK t U*. 

[00431 mrmmizj: o „ ^mizw.izBfmiz 

[00441 

2 — N— I sobutyry 1 — 2 — ami no — 2' 
— deoxyadenosine (3) ^o-fifc 
fl^fij(2) 4. 45g (9. 34mmo 1 ) |C13K 



Rs-H 

20»N NaOH (Pyridine :MeOH : H2 0 = 
65:30:5)46. 7ml ^JniOX:, lOmin 
«tfHLfc. 5% NH 4 Claq 188m 1 SrJnx.^ 
$8ii£©*Ufc. AcOEt (BSIx^/P) 5 0 
ml, H2O 5 0m 1 *Ji«(«ILT— % 
JSCS US^ B Lfc t> . 
[0045] UXfi 2. 36g (7. Olmmo 1 ) JR 
$75. 1% 

iH NMR (DMSO-de ) ffl. 05 (d. 6 
H, (CH 3 ) 2 . J =8. 5Hz) , 2. 2 4 (m. 
30 1H, H3' ) , 4. 94 (t, 1H. 5' -OH, J 
= 5Hz) , 5. 30 (d, 1H, 3' -OH, J = 5 
Hz), 6. 27 (t, 1H, HI' , J = 8Hz), 
8. 24 ( s, 1H. H8) 

2— N— I sobutyry 1— 5' — O— dimet 
hoxytrityl— 2 — amino — 2' — deo 
xyadenosine (4) CD-aJiSc 
it&lfaO) 2. 36g (7. OlmmoDtdr 
y py r i d i ne 2 0m 1 £ HnX-T 2®S8ll,Jt. 
40 dry pyridine 5 5 m 1 %MZ-TD i me 
thoxytrityl chloride 3. 52 
g (10- 3mmo 1 , 1. 5eq) , Et 3 N 1, 
4 3ml (10. 5mmo 1, 1. 5eq) , 4-di 
me t h y 1 am i n o p y r i d i n e 40mg£ 

natx. m&T-^mwvtz. »*ii/c**5wuii*.fc 

JgJ&fcWSUfc. AcOEt 7 0ml, H2O 
7 0mltMU AcOEtJg£$£>tCH2 O 70 
mlT'2lHl#¥fcUt&. *S*Na 2 SO4 TttttU A 

50 "CftKLit (Me OH in CH2CI2 4%) 



(10) 



^^7-2 52 293 



1 7 

imethoxytrity imtf%T&LT£j$LLfci> 

[0 04 6] WRA2. 67g (4. 1 8mmo 1 ) . 
fflJR^6 0. 0% 

i HNMR (CDC 1 s ) * 1 . 1 8 (q. 6H, 
(CH 3 ) 2 C, J=5Hz) , 2. 53 (m, 1 

H, H2" ' ) , 2. 70-3. 08 (m, 2H, H 

2' , Me 2CH) , 3. 35 (m, 2H, H 

5' ), 3. 78 (s. 6H. 20CH 3 ), 4. 12 
(m, 1H, H4' ). 4. 69(br, 1H, H 

3' ). 5, 69 (br. 2H. NH 2 ) , 6. 2 7 
(t, 1H, HI' , J = 6. 4Hz), 6. 78 
(m, 4H, P h) , 7. 13~7. 45 (m, 9H, 

P h) , 7. 86 (s 1H, H8) . 8. 38 (b 

r , 1 H, N2 H) 

mmM3 

5' — O — d i m e t h o x y t r i t y 1 — 2 — am 
i n o — 2 ' — deoxyadenosine ( 5 ) O 

i t-^ffel ( 4 ) 2. 57g (4. 1 8mm o 1 ) 1 1 N 
NaOH (Py r i d i n e : MeOH : H 2 0 = 
65:30:5) 22. 7ml hjji 
}f. AcOEt 100ml, H2O 100mlt# 
?gU AcOEtIJ?tfcH 2 0 lOOmlT-2® 
ftl&Lfillk. i*Na 2 S0 4 TffcMU AcOEt 

fc. (Me OH in CH 2 Cl 2 5%) 
[0047JJR* 1- 87g (3. 29mmo 1 ) JR 
$47. 2% U\L&® (3) K*fLT) 
1 H NMR (CD 3 OD) 52. 43 (ddd, 1 
H, H2' , J = 7. 1. 4, 5, 2. OHz) . 2. 
80 (m, 1H, H2' ) 3. 75 (s, 6H. 20C 
H 3 ) , 4. 06 (m, 1H, H4' ) 4- 62 (m, 
1H, H3' )6. 27 (t, 1H, HI' , J = 7. 
1Hz) , 6. 78 (m, 4H, ph) , 7. 13 4 
5 (m, 9H, ph), 7. 86(s. 1H, H8) 
MW4 

2-N-Pnenoxyacety 1-5' — O— di 
me t h o xy t r i t y 1 — 2 — am i n o — 2 ' 
deoxyadenos i n e (6) <7)'al&Jfcaffii 
(5) 1. 87 g (3. 2 9mmo D^dry py 
r i d i nel;i$g3&»L-C3®2t«!Ufc. dry P yr 
idine 20ml IZMfr Trimethy 1 c 
hlorosi lane 2. 08ml (16. 4 mm 
o 1 , 5 e g ) SJnx. MMT2 5 m i nJtlf ♦ *<V®. 
mW&Vm (mi&A) 1-Hydroxybenzot 
riazole 1. 42g (10.5 mmo 1 , 3 . 
2eg)£dry CH 3 CN g-JoxT 2|s|ft8)L 



1 8 



fc. dry CH 3 CN5ml, dry pyrid 
i ne SmlCifrLPhenoxyacety 1 
chloride 1. 37ml (9. 9mmo 1 , 3 
eq) £1)D*. gjB-C5mi nflUf. *0>1£®mZtiiW 

i&T-mmw-Lfz. &mL*3:tft>msmw*.9 o m 1 

JDX. *9 0m 1 . AcOEt 180mltM. A 
cOEt£®£Lfc. i<50.t "5^ LT^J&L^2 , 6- 
N-Diphenoxyacety 1-5" —dime 
10 thoxytrityl— 2 — amino— 2' -de 
oxyadenosine^EtOH 100ml, C 
H2CI2 40ml (CjftW/C. <fc<#JflbNH 

3 a 4 30ml ttttt. n3-4«raSttLTTL 
C (88>D7Hf57Y - .EtOH in CH2 

Cl 2 5%)T2, 6-D i phenoxyace 
ty 1 - 5 ' — dimethoxytrityl— 2 — 
ami no — 2 ' — deoxyadenos i ne WiS 
2c£HSLfc&. f»£lra;t-f£NH 3 *ftt®*U 

20 — "CfifSLJt. (EtOH in CH2CI2 



JRS2. 04g (2. 91mmol) IR$8 8. 4% 
1H NMR (CDC 1 3 ) 52. 46-2. 78 
(m, 2H, H2' ) , 3- 35 (m, 2H, H 
5' ), 3. 73(s, 6H, 2OCH3 ) , 4. 16 
(d, 1H, H , j=3Hz) , 4. 70 (br, 3 
H' , H3' , PI1OCH2) , 6. 25 (br, 2 

H, NH 2), 6. 44 (t, 1H, HI' , J = 
6. OHz), 6. 70-7. 44 (m, 18H, P 

30 h), 7. 88 (s, 1, H8). 9. 20 (br, 

I. N 2 H) 

[0048] mums 

2— N — P h enoxyacetyl— 6 — N— (N, 
N — dibutylf ormamidyl) - 5' — O 
— dimethoxytri ty 1 — 2 am i no — 
2' — deoxyadenosine (7) (fyxSiSl. 

(6)2. 04g(3. 29mmol)£dry 
py r i d i neliZm&LX3[BlimLfi:. dry 
pyridine 1 2m 1 N, N-D i b 

40 utylformamide dimethyl ace 
tal 1. 82ml (8. 73mmol, 3eg)£ 
Mt. mMT2 day sflttf. pyridine 
U SS&*7A^D7h/77-f- (EtOH in 

CH2C12 5%) -vmMLfi:. ze>mm<?)W„ -ft 
#fo(7) bi&^RfmZfro^imZttMI-Zteib. 
3z£jm/r7J»?v-?b7 : 77 4-X'ffiMLtz (MeO 
Hin H2 08 5%). u<0Hf^i(7)liMe 
OH 8 5%}t^S^^titii:^i:^^t ! 3:^-5^^ ^-Oi* 
Jfiffr-BdEE (load) UT. ^r^AtfOWMS-^fO 
50 MeOH-Cifc&Ufc. 



(11) 



1WP7-2 5 2293 



1 9 



20 



[0 04 9] JJB-CfflVXfcN, N-Dibuty 

lformamide dimethy lacetal 

11 Nucleic Acid Res., 198 
3. 1 1. 80 3 1—3 6<D:fr£Tf#fc. D 

1— n— butyl amine25ml (0. 15 mm 
o 1 ) t, N, N— Dimethyl formamid 
e dimethyl acetal 21. 7ml 
(0- 16mmo])h^U. 100'C, 3 SO 

SOf&Lfc. MfiSflirCN, N-Di butyl form 
amide dimethy lacetal (b. P. 10 
90-92*0/1 OmmHg) £7. 79g (38. 5 
mmo 1 ) #fc (JR^2 6%) . 
[0050]JRS:1. 72g (2. 05mmol) 
JR^7 0. 4% 

i H NMR (CD3 OD) 50. 95 (td, 6 
H. 2CH 3 . J = 7. 3, 3. 5Hz), 1. 40 
(m, 4H, 2C-CH2-C) , 1. 70 (m, 4 
H, 2C-CH 3 -C) , 2. 48 (m, 1H, H 
2' ) , 3. 03 (m, 1H, H2' ) , 3. 29 
(m, 2H, H5' ) , 3. 73 (s, 6H, 20CH 20 
3), 4. 14 (m, 1H, H4' ), 6. 45 (t, 
1H, HI' . J = 6Hz) , 6. 6-7. 5 (m. 1 
8H, ph). 8. 23 (s, 1H, H8), 8. 98 
(s, 1H, N = CH = N) 

mm 6 

2- N-Phenoxyacetyl-6-N- (N, 
N — dibuty 1 f ormamidy 1 ) - 5' — O 
— dimethoxytri ty 1 — 2 — ami no — 
2' — d e o xy a d e n o s i n e — 3 ' — N, N — 
diisopropyl (cyanoethyl)ph 30 
osphoramidite (8) OtaJK 

-ffc-^J ( 7 ) 1 3 9mg (0. 1 6 6 mmo 1 ) £r/A 
i/— A' Htfr-JWcAtU dry pyridine IZffi 

U dry pyridine 1. 5mH:j§*>L. 
0. 5M Tetrazole/CH3 CN 400 
/il, 2 — c anoethyl— N, N— di iso 
propyl chlorophoramidite 
SO ft 1 ZMiL. gi&-C3 0mi ntmV^ TLC"C 

Bmomikzvmvt:. 40 

[0051] J^Jlf Ac OE t 1 

0m 1 fct&ftlMNcl 5m 1 T*4WSL, AcOEtf^ 
fi&ftfiW*l 5mltMU. il7kNa2 S0 4 T 
Sfc&U A cOEt^fiU. a^S-dry CH 3 

Lfc (<I<9&. IM&XhlWZ. SSAr»^SLT*>V^ 
fc) „ 

ffiJRftl 6 0mgfflJR$9 3. 6% 

[00523 mmm7 

(DNAM) ±^HSfiM-C#^^%2rfflVV IfJJKtf) 50 



£I6DNA£-J£^K (App iedBiosyste 
m 381A automatic synthesi 
zer) ldJ;0DNA-£j£=HT->3t. 15*rttfi«£ 
£28% NH 4 OH lm 1 TigajU Z<7>DNA 
-^J«^I^Srlh5|llff^o5t. #^>ixfcf&S?!B!l£ 6 0 

4htifi51U *^&Iit£$§^T&«£&*b 
3t. ^-'JrfV-<7)^K(iHPLC (TOSOH CCP 
E)T'«ltgL*:. (»5f^r;gradientCH 3 
CN O-20%/20min, Buffer: 50 
rail Ammonium formate) 
[0053] 336098 

(tiH&MfOZkflrmt) d2-aminoAT, dGTfc 

2 ocT) r-f v- ^ ±12 l^c d n a sm-Sf&mx'im 

U -eofflftcfcO. 4m 1 C028%NH 4 OH^JDX.. 
1 5m i n&fcff§g!fo£ffiffc ! &>^DffiL*:. -KOto 
t=LT#^S¥fe^tf^at£3 7^«iaL^ 
L&tofcB$M£t = l 5mi nJ:t4). ^f^SI^t 
*#t>. mm£36u 1 fcO. 1NBI8I284/Z 1, 

0. 5M^ayAHy!77T-(pH = 7. 0)80/z 

1 ^JOi.T'ttilU £OJ:3t~LT^L*:ig»W>o^ 

2 0/xl5:HPLCTMLfc (TOSOH CCP 
E, C o 1 umn— C h emc o ODS — H, gra 
dient :CH 3 CN O — 2 5 %/ 1 5 m i n , B 
u f f e r : 5 OmM Ammo nium forma 
t e) . 

1 H-NMRf-f- h^Hll^-r. 

fli-^j(7) 

FAB-MS (positive) 842 (M+l ) 
FAB?X^ h)V ■ -f-*— h&M2tZ* 4 0 0MH 
z' H-NMRfi— b^i3C. 400MHzi H 
NMRf-^^i8fc^t, 

itsm ( s ) 

FABVXX^h/P ■ f-^— t»2ria4fcr. 1 H-NM 
Rf-\— r*£®5te:. I Rf-<v— h^H6(C. UVft 
— h£07£ v 200MHz 1 H-NMRf-^Ji9 
tdgrT. * H NMR (CDC 1 3 ) S 0.9 3 
(t, J = 6. 0Hz, 12H CH 3 (ipr)), 

1 . 04—1 . 50 (m, 1 0 H, CH3CH2), 
1. 52-1. 73 (m. 4H, NCN2 CH 2 C 
He CH 3 ) , 1. 80-1. 95 (m, IH, 
2' ) . 2. 41 (t, J = 5. 3Hz, IH, -CH 

2 CN ) , 2. 60 (t, J = 5. 3Hz, IH, -C 
H 2 CN) , 2. 64-2. 89 (m, 3H, HN, 
2' ) , 3. 25-3. 44 (m, 4H, N-CN 2 

, CH 2 , CN 2 . CH 3 ) . 3. 45-3. 
72 (m, 4H, 5' , -OCH2 CH 2 CN) . 



(12) 



ftm¥7-2 5 2293 



2 1 

3. 74 (S. 6H OCH 3 ) . 4. 17-4. 3 
0 (m, IH. 4' ) , 4. 52-4. 84 (m. 3 
H, 3* , ) , 6. 46 (t, J=4. 7Hz, I H, 
1' ) . 6. 74 (d, J = 6. 3Hz, 4H, 

) , 6. 92-7. 08 (m, 3H. ) , 7. 10 
-7. 43 <m, 6H, ) . 7. 99 (S. 1/2 
H, 8) , 8. 00 (S. 1/2H, 8) , 8. 79 
(brs, , IH) , 9. 11 (S, IH, ) 
31 P NMR(COCl 3 ) (H 3 P0 4 iHgl5^) 
a 149. 28, 149. 38 
IR (CHCI3 ) 340, 2968, 1566, 
1509, 1403, 1299, 1249, 1178, 
1036. 979 (P-N), 8 32cm- 1 UV (C 
H 3 OH) 28600 (321 nm) 24500 (2 
60nm) 29000 (234nm) 
FABMS(positive) (M+ 1 ) 

(^tttiO, 2o?>#lte««7)l : imitfb) 

[00 54] 

[0055] ^mfc?)?** is U sK* ? l^S" Fftftffc 
tt, >Btt«>ftt«H&* ( 5 5*C, 8naHS|g&) -c. JR^ 
&< dANH 2 fciwtflMrtrDNAt-^i^ikj&fBrtt 

(«^O«|^Ti±il^«0JDi«li*frT\ 2 0~ 
[0056] tt&fto? 1 ** $s U sKJC ? U;*^ HMtM( 
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SrJfll^&^fcfcriO. ^^U^^U-^H (5 0me 
r ®g ) mt^t^ £ . 

[0057] *»fl«f«s/y ^PsJ-^HWSWit 

[0M^®m=5riMHS] 
10 [01 ] HSfi0IJ-C#4>il)t'fb-^ ( 6 ) <0i H-NMR 

[02 ] ltaW'C»4.nfcft'd*l ( 7 ) ABVXX 

[03 ] |gflS0KW&*Ufcfb&ft ( 7 ) <D4 0 0 M H z 

[04] «MT#4»^-ft^BJ (8) WFABYXX 

[05] SI«teMT#^^'fb^I (8) «i H-NMR 

20 [ 06 ] mm&rmt>titzfc&® < 8 ) <o i Rf-+- h 

[07] ^gtttfCft&fcftHte* (8) OUVft-h 

[08 ] $gMsOTW6*lfeft£tt ( 7 ) <94 0 0 MH z 
0» H-NMRf-?tft6. 

[09 ] HM&rrft&*ifeft:£«i (8)«2oomhz 

H-NMRf- ^^O^tt^— ^-Cfc^. 



[05] 



0CH» 



6 TP H 



8 



^^P-O-CHjCHaCN 
A 




~ l j~ 



(13) 
[131] 
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(15) 
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[03] 




(16) 



#$§¥7-2 5229 



Data : BB:S3 



Data : TOMMR-ft-fl 

£**f>lat * 

flute : « 

l^lftl | Direct la** Hftrf* t (Hit 

SpccirLfft Type : RbguUr ItiTllrtBftcJ 
fit i nln Sr-»nk : (4,6 J 

VT : 2Q3.Q0aa tot. •. 1 533. 9 Q 

CX.tpnt «/> rviQA i 2/1 -IKIIB tn 1952. Cut Level : O oft X 

IG7769GO 
lOO-,.lx3 



50 - 



8 



CH 5 0-(O 



OCH» 



1113 1 165 IWO I2IO 1272 1315 1316 
\< f ( ■ It 



- C -O -n ^Kn^A^O-^ 

17B2 \J&X 



1150 1200 l?SO 1300 B50 1400 1450 1500 1550 I60O 1650 llbo I7SO 1800 1850 19 OO liko 
1G776960 303 m/z 
tOOi 1 

424 



50 



290 



330 422 
394 



?059 



300 350 400 45 



724 754 824 842 
450 492 522 559 602 655 623 730 . . B70 

I !■ - ■ . > ^ . ■ ■ \ » 1 



925 959 1044 

rJ r- 



1 



500 550 600 650 700 750 tJUO 850 900 950 IOOO 1050 IIOO 

m/z 



[08] 




4 00MHz l H NMR 



'H 40DMIU HMR(CDCg «.0j(l J=7.3H* 6H. HCH^CHjCHjCHJ. 1.30 1.43(m. 
4aNCH,CH,CH J CH, J . 1.58-1.69(a. 4H. NCH,CH 1 CH^CH 1 ) l 2.G2{dddL. }~X2 t 5.3. 3.3H* 
IK. 2*X 2.71-2.82(iii. IK, 2L 3.35(dd. J«10.7. 4.0Ht. 1H, S'X 3.37-3.43<m. 5H, 

NCH r CH,CH i CH,.5\ ), 3.73(s, 6H, OCHJL 4.16<ad. J-87 4.0 Hz. 1H 4% 4.62(br* 2H. 
Ph0CH,CQ). 4.78-4^8(01. 1H. 31 6.SS<dd. J=5.3. 4.0 HilH. n 6.75fdd, J«*3. 2.7 fU 
4H mtthoxyphenyt-o), 6.97(d<U=&9. 1.3 H*. 2ft phenory o X 7.0l(UL J«7.3. 1.3 H*. 1H. 
phenoxy-p X7.12 7.40(*. 11H. drtfaoxyphecyl-p, phenyl. pheDoxym 1 7.9Gfc 1H. Sj, 
8.a7{brs. 1H. NH1 9.14(* IB, N-CH-H) FAB-MS(M+H>842.02 



(17) 
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[136] [07] 




WAVENUMBHR 



[H9] 

•B 200MH2 KMR(CDClJ flAJttfc j~6IHU 12K. Cfl/iPr)). UM-150{m. 10R 
HCfl lj CH l Cl! J CH 3 J,l.52-1.73(Bi 1 4H,MCH,C1C J CH^H J MAO-USfo 1H. 2% 2Al(t J**S3 
Hz. 1H. CH^CN). 2f 0(1. J*5.3 Kr, 1K.CH,CN) .2.64-2.89fm. 3H. J'.CHJCH.y. 
3-25-3.44<m. 4H. NCH 1 CH 1 CH I CH > .X 3.45-3.72{ia. 4H. S'.OCf^C^CN). 3.74fc fiH. OCH^. 
4.X7-4 JOtim, 1H .4 1 ). 4^2*4J4(m. 3H, FhOCH,C0. 3"). 6.46fc J-*.7 Hx,lH. If, 6.74(4, 
J«6-3 H*. 4H. methoxyphenyl^. 6.92-7.08<m. 3H. phenary-np X7.10-7.43<m r UK. 
methoxjrphcnyl-p, phenyl, pbenaxym }. 73** 1/2H. 8), 8.00(* 1/2H. 8), B.79(bni. 1H. 
NIO, 9.11(5, 1H. N=CH-N> 
• l P 20OMHt NMR(COCg 6149.28. 149.38 <H i FO«*W|lfc*) 
iKfCHCy ; 3400. 2968, 1566. 1509. 1403. 1299. 1249, H7B. 1036. 979(P N). 
832cfa 1 

UV(CH,OfO: 28600C321nm). 24500(260nmX 29O00(234nm) 

FAB-MS : 1059<M+O+H)*. 1044(M+1>\ 960<M-N<iPiVOH+Hf . 424(Ba»+K+l)*. 
303(I>MTr) 4 




